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- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
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DETAILED ACTION 

The following office action is a responsive to the Amendment filed, 09/23/05. 
The amendment filed 09/23/05 affects the application, 10/631,874 as follows: 

1. Claims 1,18 and 19 have been amended. This leaves claims 1-20. 

2. The responsive to applicants' amendments is contained herein below. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-17 are rejected under 35 U.S.C. 103(a) as being unpatentable over Domet et al. 
(US 4,929,605) in combination with Nakajima et al. (JP 09315971 A2, September 12, 1997). 

In claim 1, applicant claims U A pharmaceutical composition consisting essentially of 
fexofenadine or a pharmaceutical acceptable acid addition salt thereof, about 10 wt. % to about 
70 wt. % of lactose, and about 1 wt. % to about 40 wt. % of a low-substituted hydroxypropyl 
cellulose, wherein the weight percents are based on the total weight of the pharmaceutical 
composition." Dependent claims 2,6-9, 12, 13 are drawn to specific wt. % and mg of the 
components of said composition. Claims 14-17 are drawn to low-substituted hydroxypropyl 
cellulose of specific average particle sizes and wt. %. 

Domet et al. disclose a pharmaceutical composition in solid unit dosage form containing 
a therapeutically effective amount of a piperidinoalkanol compound, such as fexofenadine and 
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terfenadine, or a pharmaceutical^ acceptable salt thereof, a pharmaceutical^ acceptable 
nonionic or cationic surfactant, and a pharmaceutical^ acceptable carbonate salt. Furthermore, 
Domet et al. disclose that said piperidinoalkanol derivatives (compounds) which are 
antihistamines, antiallergic agents and bronchodilators, are in general, only minimally soluble in 
water and therefore the therapeutically inactive ingredients in a pharmaceutical composition 
containing one or more of these compounds are very important in providing for their efficient 
and immediate absorption and bioavailability after oral administration (see col. 1, lines 1 1-33). 
It should be noted that piperidinoalkanol compounds fexofenadine and terfenadine, which are 
useful as antihistamines, antiallergic agents and bronchodilators are quite similar in structure, 
differing only by a substituent (i.e. methyl group as opposed to a carboxyl group). 

The difference between applicant's claimed composition and the composition disclosed 
by Domet et al. is that applicant's composition contains lactose and low-substituted 
hydroxypropyl cellulose. 

Nakajima et al. disclose a pharmaceutical composition consisting essentially of 
terfenadine, about 27 wt. % of lactose, and about 10 wt. % of a low-substituted hydroxypropyl 
cellulose, wherein the weight percents are based on the total weight of the pharmaceutical 
composition (see abstract, English Translation, Example/[0010]). Furthermore, Nakajima et al. 
disclose that terfenadine, is a piperidinoalkanol derivative-based antiallergic drug and that 
various preparations have been studied in an effort to improve the efficient and instantaneous 
absorption of terfenadine after oral administration, as well as its bioavailability. In addition, 
Nakajima et al disclose that their terfenadine-containing tablet preparation which is are prepared 
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by combining terfenadine with specific components in specific proportions, readily disintegrate, 
and the terfenadine contained therein is released favorably (see page 3, [0001-0003]. 

It would have been obvious to one having ordinary skill in the art, at the time the claimed 
invention was made, in view of Domet et al. and Nakajima et al., to have prepared a 
pharmaceutical composition comprising fexofenadine, lactose and low-substituted 
hydroxypropyl cellulose to be used as an antihistamine composition, since Domet et al. disclose 
that there is a need for the immediate absorption and bioavailability of piperidinoalkanol 
compounds (derivatives) including fexofenadine and terfenadine (after oral administration) and 
Nakajima et al. disclose that specific components such as lactose and low-substituted 
hydroxypropyl cellulose improves the bioavailability (i.e. rapid disintegration and favorable 
release) of terfenadine. 

One having ordinary skill in the art would have been motivated in view of Domet et al. 
and Nakajima et al., to have prepared a pharmaceutical composition comprising fexofenadine, 
lactose and low-substituted hydroxypropyl cellulose to be used as an antihistamine composition, 
since Domet et al. disclose that there is a need for the immediate absorption and bioavailability 
of piperidinoalkanol compounds (derivatives) including fexofenadine and terfenadine (after oral 
administration) and Nakajima et al. disclose that specific components such as lactose and low- 
substituted hydroxypropyl cellulose improves the bioavailability (i.e. rapid disintegration and 
favorable release) of terfenadine. It should be noted that the use of specific quantities (e.g., mg), 
wt. % and type of low-substituted hydroxypropyl cellulose of said composition depends on the 
need, such as the individual to which this composition is administered. 
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Claims 18-20 are rejected under 35 U.S.C. 103(a) as being unpatentable over Nakajima et 
al. (JP 09315971 A2, September 12, 1997) in combination with Domet et al. (US 4,929,605). 

In claim 18, applicant claims "A method of preparing a pharmaceutical composition 
consisting essentially of fexofenadine or a pharmaceutical acceptable acid addition salt thereof, 
about 10 wt. % to about 70 wt. % of lactose, and about 1 wt. % to about 40 wt. % of a low- 
substituted hydroxypropyl cellulose, wherein the weight percents are based on the total weight of 
the pharmaceutical composition, said method comprising: 

(a) mixing fexofenadine, lactose, low-substituted hydroxypropyl cellulose, and 
optionally one or more excipients to form a premix; 

(b) adding a solvent and optionally a surfactant to the premix formed in Step (a) to 
form a wet granulation; and 

(c) drying the wet granulation to form dried granules; 

(d) optionally milling the dried granules; and 

(e) mixing at least one excipient with the dried granules to form a pharmaceutical 
composition." Claim 19 is drawn to a method of preparing a pharmaceutical composition 

consisting essentially of fexofenadine or a pharmaceutical acceptable acid addition salt thereof, 
about 10 wt. % to about 70 wt. % of lactose, and about 1 wt. % to about 40 wt. % of a low- 
substituted hydroxypropyl cellulose, wherein the weight percents are based on the total weight of 

the pharmaceutical composition, said method comprising: (d) optionally milling the 

dried granules; and Claim 20 is drawn to the method according to claim 19 wherein the 

low shear mill is a conical screen. 
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Nakajima et al. disclose applicant's method of preparing a pharmaceutical composition 
comprising terfenadine, lactose, and a low-substituted hydroxypropyl cellulose, said method 
comprising: (a) mixing terfenadine, lactose, low-substituted hydroxypropyl cellulose, and other 
excipients to form a premix; (b) adding a solvent (purified water) to form a wet mixture; and (c) 
drying the wet mixture; (d) milling the dried mixture; and (e) mixing an excipient (magnesium 
stearate) with the dried mixture to form a pharmaceutical composition (see abstract, English 
Translation, Example/[0010]). It should be noted that the examiner considers the dried mixture 
to be granules or in granular form, since Nakajima et al. disclose that the mixture was sieved and 
regulated for particle size (see abstract, English Translation, Example/[0010]). Furthermore, 
Nakajima et al. disclose that terfenadine, is a piperidinoalkanol derivative-based antiallergic drug 
and that various preparations have been studied in an effort to improve the efficient and 
instantaneous absorption of terfenadine after oral administration, as well as its bioavailability. In 
addition, Nakajima et al disclose that their terfenadine-containing tablet preparation which is are 
prepared by combining terfenadine with specific components in specific proportions, readily 
disintegrate, and the terfenadine contained therein is released favorably (see page 3, [0001- 
0003]. 

The difference between applicant's method and the method disclosed by Nakajima et al. 
is that applicant's uses fexofenadine and not terfenadine and applicant does not disclose the use 
of a try dryer to form dried granules. However, the use of a specific type of dryer should not 
affect the composition formed and said use depends on factors like availability and or need. 

Domet et al. disclose a pharmaceutical composition in solid unit dosage form containing 
a therapeutically effective amount of a piperidinoalkanol compound, such as fexofenadine and 



Application/Control Number: 1 0/63 1 ,874 Page 7 

Art Unit: 1623 

terfenadine, or a pharmaceutical^ acceptable salt thereof, a pharmaceutical^ acceptable 
nonionic or cationic surfactant, and a pharmaceutically acceptable carbonate salt. Furthermore, 
Domet et al. disclose that said piperidinoalkanol derivatives (compounds) which are 
antihistamines, antiallergic agents and bronchodilators, are in general, only minimally soluble in 
water and therefore the therapeutically inactive ingredients in a pharmaceutical composition 
containing one or more of these compounds are very important in providing for their efficient 
and immediate absorption and bioavailability after oral administration (see col. 1, lines 1 1-33). 
It should be noted that piperidinoalkanol compounds fexofenadine and terfenadine, which are 
useful as antihistamines, antiallergic agents and bronchodilators are quite similar in structure, 
differing only by a substituent (i.e. methyl group as opposed to a carboxyl group). 

It would have been obvious to one having ordinary skill in the art, at the time the claimed 
invention was made, in view of Nakajima et al. and Domet et al., to have used the method of 
Nakajima et al. to prepare a pharmaceutical composition comprising fexofenadine, lactose and 
low-substituted hydroxypropyl cellulose to be used as an antihistamine composition, since 
Domet et al. disclose that there is a need for the immediate absorption and bioavailability of 
piperidinoalkanol compounds (derivatives) including fexofenadine and terfenadine (after oral 
administration) and Nakajima et al. disclose that specific components such as lactose and low- 
substituted hydroxypropyl cellulose improves the bioavailability (i.e. rapid disintegration and 
favorable release) of terfenadine. 

One having ordinary skill in the art would have been motivated in view of Nakajima et al. 
and Domet et al., to have used the method of Nakajima et al. to prepare a pharmaceutical 
composition comprising fexofenadine, lactose and low-substituted hydroxypropyl cellulose to be 
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used as an antihistamine composition, since Domet et al. disclose that there is a need for the 
immediate absorption and bioavailability of piperidinoalkanol compounds (derivatives) including 
fexofenadine and terfenadine (after oral administration) and Nakajima et al. disclose that specific 
components such as lactose and low-substituted hydroxypropyl cellulose improves the 
bioavailability (i.e. rapid disintegration and favorable release) of terfenadine. It should be noted 
that the use of specific quantities (e.g., mg), wt. % and type of low-substituted hydroxypropyl 
cellulose of said composition depends on the need, such as the individual to which this 
composition is administered. In addition, the use of specific mills such as a low shear mill is 
commonly used in the art in the preparation of such oral tablet formulations, and is well with the 
purview of a skill artisan does not appear to alter the said composition formed. 

Response to Amendment 
Applicant's arguments with respect to claims 1-20 have been considered but are moot in 
view of the new ground(s) of rejection. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Henry whose telephone number is 571-272-0652. 
The examiner can normally be reached on 8:30 am to 5:00 pm; Mon-Fri. If attempts to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, Shaojia Anna Jiang, Ph.D 
can be reached on 571-272-0627. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703 308-1235. 
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